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PATENT 



This listing of claims will replace all prior versions, and listings, of claims in the application. 
Listing of Claims: 

1 . (previously presented) A compound of formula (I) or a pharmaceutically acceptable 
salt or prodrug thereof : 




wherein 
XisOorS; 

is a phthalimide carboxylic acid group of formula (II): 




R is hydrogen, Ci-C6 alkyl, aryl or C1-C3 alkylaryl; 

R^ is hydrogen, halogen, Ci-Ce alkyl, OR^, a 5-membered heteroaryl ring, or NR^R^; 

R^ and R"* are independently hydrogen, halogen, Ci-Ce alkyl optionally substituted by 
hydroxy or C1-C3 alkoxy, CF3, OCF3, OR^^ COR^ NHCOR^, NHS02R^ CN, S(0)pR^ 
phenyl optionally substituted by one or more substituents selected from halogen, Ci.Ce alkyl 
optionally substituted by hydroxy or C1-C3 alkoxy, CF3, OCF3, OR^ COR^, CN, CHO, 
OCHF2, NR^R^ NHCOR^, NHSOiR^, S(0)pR^ and methylenedioxo, or a 5- to 10-membered 
heteroaryl ring which is optionally substituted by Ci-Ce alkyl; 

or R^ and R"* together form a fused phenyl ring or a -0-(CH2)x-0- group, wherein x is 

lor 2; 

R^ is independently hydrogen, C3-C6 alkenyl, C3-C6 alkynyl, or Ci-Ce alkyl optionally 
substituted by hydroxy, C1-C3 alkoxy, NR^R^, phenyl or a 5- or 6-membered heteroaryl ring, 
wherein phenyl is optionally substituted by one or more substituents selected from halogen. 
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CF3, OCF3, CHO, OR*^ COR*^ R^^, CN and methylenedioxo and wherein the heteroaryl 
ring is optionally substituted by Ci-Ce alkyl; 

or R^ and R^, together with the nitrogen atom to which they are attached, form a 5- or 
6-membered ring which optionally contains an additipnal heteroatom selected from O, S, and 
NR^V 

R^ is Ci-Ca alkyl, OR^, NR^R^ or phenyl optionally substituted by one or more 
substituents selected from halogen, Ci-Ce alkyl optionally substituted by hydroxy or C1-C3 
alkoxy, CF3, OCF3, OR^ COR^®, CN, CHO, OCHF2, NR^R^ NHCOR^, NHS02R^ S(0)pR^ 
and methylenedioxo; 

R^ and R^ are independently hydrogen, phenyl, a 5- to 10-membered heterocyclic 
ring, Ci-Ce alkoxy, or Ci-Ce alkyl optionally substituted by phenyl or a 5^ to 10-membered 
heterocyclic ring, wherein in each case, the phenyl is optionally substituted by one or more 
substituents selected from halogen, CF3, OCF3, CHO, OR^®, COR'^, R^**, CN and 
methylenedioxo and the heterocyclic ring is optionally substituted by Ci-Ce alkyl; 

or R^ and R^ together with tiie nitrogen to which they are attached form a 5- or 6- 
membered heterocyclic ring which is optionally substituted by CONR^*^^*^ and optionally 
contains an additional heteroatom selected from O, S and NR^ ^ 

R^ is CrC6 alkyl or phenyl optionally substituted by one or more substituents selected 
from halogen, CF3, OCF3, CHO, OR^°, COR*^ R*^, CN and methylenedioxo; 

R^® is hydrogen, C3-C6 alkenyl, C3-C6 alkynyl, or CpCe alkyl optionally substituted 
by hydroxy or C1-C3 alkoxy; 

R*^ is hydrogen, phenyl or C1-C3 alkyl optionally substituted by phenyl, wherein in 
each case the phenyl is optionally substituted by one or more substituents selected from 
halogen, CF3, OCF3, CHO, OR^*^, COR*^, R^*^, CN and methylenedioxo; and 

p is 0, 1 or 2; 

provided that the compound is not 2-[4-(5-carboxy-l,3-dihydro-l,3-dioxo-2H- 
isoindol-2-yl)phenyl]-6-benzothiazolecarboxylic acid. 

2. (original) A compound according to claim 1 wherein X is O. 
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3. (previously presented) A compound according to claim 1 wherein is meta to the 
benzoxazole or benzothiazole group. 

4. (previously presented) A compound according to claim 1 wherein is hydrogen, 
OR^orNR^R^ 

5. (previously presented) A compound according to claim 1 wherein R^ is hydrogen or 
halogen. 

6. (previously presented) A compound according to claim 1 wherein R^ is hydrogen, 
halogen, Ci-C6 alkyl optionally substituted by hydroxy or C1-C3 alkoxy, CF3, OCF3, OR***, 
COR^, phenyl optionally substituted by one or more substituents selected from halogen, Ci^Ca 
alkyl optionally substituted by hydroxy or C1-C3 alkoxy, CF3, OCF3, OR^, COR^, CN, CHO, 
OCHF2 and NR^R^, or a 5- to 10-membered heteroaryl ring which is optionally substituted by 
C1-C6 alkyl; or R^ and R^ together form a fused phenyl ring. 

7. (previously presented) A compound according to claim 6 wherein R^ is COR^, phenyl 
optionally substituted by one or more substituents selected from halogen, Ci.Ce alkyl 
optionally substituted by hydroxy or C1-C3 alkoxy, CF3, OCF3, OR^, COR^, CN, CHO, 
OCHF2 and NR^R^, or a 5- to 10-membered heteroaryl ring which is optionally substituted by 
CrC6 alkyl. 

8. (previously presented) A compound according to claim 1 wherein each R^ is, 
independently, hydrogen, C3-C6 alkenyl, Ca-Cg alkynyl, or Ci-Ce alkyl optionally substituted 
by hydroxy, C1-C3 alkoxy or a 5- or 6-membered heteroaryl ring, wherein the heteroaryl ring 
is optionally substituted by CrCe alkyl. 

9. (previously presented) A compound according to claim 1 wherein R^ is Ci-Ce alkyl, 
OR^orNR^R^ 



Page 4 of 19 



DOCKET NO.: CELL-0286 
Application No.: 10/506,388 
Office Action Dated: January 18, 2006 



PATENT 



10. (previously presented) A compound according to claim 9 wherein is OR^ or 

nrV, 

11. (previously presented) A compound according to claim 1 wh^ein R^ and R^ are 
independently hydrogen, or Ci-Ce alkyl optionally substituted by phenyl or a 5- to 10- 
membered heterocyclic ring, wherein the phenyl is optionally substituted by one or more 
substituents selected from halogen, CF3, OCF3, CHO, OR^^ GOR^°, R*^ CN and 
methylenedioxo and the heterocyclic ring is optionally substituted by Ci-Ca alkyl; or R^ and 
R^ together with the nitrogen to which they are attached form a 5- or 6-membered 
heterocyclic ring which is optionally substituted by CONH2 and optionally contains an 
additional heteroatom selected from O, S and NR* V 

12. (previously presented) A compound according to claim 1 wherein R^ is Ci-Ce alkyl. 

13. (previously presented) A compound which is 

2-[3 -(Benzoxazol-2-yl)phenyl]-2,3-dihydro- 1 ,3-dioxo- 1 H-isoindole-5-carboxylic 

acid; . 

2-i3-(Naphth[2,3-d]oxazol-2-yl)phenyl]-2,3-dihydro-l ,3-dioxo-l H-isoindole-5- 
carboxylic acid; 

2-[3-(6^Methylbenzoxazol-2-yl)phenyl]-2,3-dihydro-l,3-dioxo-lH-isoindole-5- 
carboxylic acid; 

2- [3 -(5-Chlorobenzoxazol-2-yl)phenyl] -2,3 -dihydro- 1 ,3-dioxor 1 H-isoindole-5 - 
carboxylic acid; 

2-[3-(5-Phenylbenzoxazol-2-yl)phenyl]-2,3-dihydro-l,3-dioxo-lH-isoindole-5- 
carboxylic acid; 

2-[2-Methoxy-5-(naphth[2,3-d]oxazol-2-yl)phenyl]-2,3-dihydro-l,3-dioxo-lH- 
isoindole-5-carboxylic acid; 

2-[2-Methoxy-5-(6-methylbenzoxazol-2-yl)phenyl]-2,3-dihydro-l,3-dioxo-lH- 
isoindole-5 -carboxylic acid; 

2-[2-Methoxy-5-(5-chlorobenzoxazolyl)phenyl]-2,3-dihydro-l,3-dioxo-lH-isoindole- 
5-carboxylic acid; 
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2-[2-Methoxy-5-(5-phehylbenzoxazol-2-yl)phenyl]-l,3-dioxo-2,3-dihydro-l^ 
isoindole-5-carboxylic acid; 

2-[2-Methoxy-5-(benzoxazol-2-yl)phenyl]-2,3-dihydro- 1 ,3-dioxo- 1 H-isoindole-5- 
carboxylic acid; 

2-[2-CMpro-(5-cWorobenzoxazol-2-yl)phenyl]--2,3-dihydro-l,3-dioxo-lH-isoindole- 
5-carboxylic acid; 

2-[4-Chloro-(5-phenylbenzoxazol-2-yl)phenyl]-2,3-dihydro-l,3-diox6-lH-isoindole- 
5-carboxylic acid; 

2-[2-Methyl-5-(5-phenylbenzoxazol-2-yl)phenyl]-2,3-dihydro-l,3-dioxo-lH- 
isoindole-5-carboxylic acid; 

2-[2-Mettiyl-5-(benzoxazol-2-yl)phenyl]-2,3-dihydro-l,3-dioxo-lH-isoindole-5- 
carboxylic acid; 

2-[2-Methoxy-5-[5-(benzofuTan-2-yl)benzoxazol-2-yl]phenyl]- 1 ,3 -dioxo-2,3-dihydrp- 
lH-isoindole-5-carboxylic acid; 

2-[2-Methoxy-5-[5-(3-acetyl)phenylbenzoxazol-2yl]phenyl]- 1 ,3-dioxo-2,3-dihydro- 
lH-isoindole-5-carboxylic acid; 

2-[2"Methoxy-5-[5-(3,4-methylenedioxyphenyl)benzoxazol-2-yl]phenyl]-l ,3-dioxo- 
2,3-dihydro-lH-isoindole-5-carboxylic acid; 

2-[2-Methoxy-5-[5-(4-chlorophenyl)benzoxazol-2-yl]phenyl]-l ,3-dioxo-2,3-dihydro- 
lH-isbindole-5-carboxylic acid; 

2-[2-Methoxy-5-[5-(3,4-dimethoxy)phenylbenzoxazol-2-yl]phenyl]- 1 ,3-dioxo-2,3- 
dihydro-lH-isoindole-5-carboxylic acid;. 

2-[2-Me1hoxy-5-[5-(2-me1hoxy)phenylbeiizoxazol-2-yl]phenyl]-l,3-dioxo-2^ 
dihydro^lH-isoindole-5-carboxylic acid; 

2-[2-Methoxy-5-[5-(3,4-dicMoro)phenylbenzoxazol-2-yl]phenyl]-l,3-dioxo-2,3- 
dihydro- 1 H-isoindole-5rcarboxylic acid; 

2-[2-Methoxy-5-[5-(3-chloro-4-fluoro)phenylbenzoxazol-2-yl]phenyl]-l,3-dioxo-2,3- 
dihydro-lH-isoindole-5-carboxylic acid; 

2-[2-Methoxy-5-[5-(4-trifluoromethyl)phenylbenzoxazol-2-yl]phenyl]- 1 ,3-dioxo-2,3- 
dihydro-lH-isoindole-5-carboxylic acid; 
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2-[2-Methoxy-5-[5-[4-( 1 -hydroxyethyl)]phenylbenzoxazol-2-yl]phenyl]- 1 ,3-dioxo- . 
2,3-dihydro- 1 H-isoindole-5-carboxylic acid; 

2-[2-Methoxy-5-[5-(4-methyl)phenylbenzoxazol-2-yl]phenyl]-l,3-dioxo-2,3-dihydro 
lH-isoindole-5-carboxylic acid; 

2-[2-Methoxy-5-[5-[(5-methyl)thiophen-2-yl]benzoxazol-2-yl]ph 
dihydro-lH-isoindole-5-carboxylic acid; 

2-[2-Methoxy-5-[5-(4-methoxy)phenylbeiizoxazol-2-yl]phenyl]- 1 ,3-dioxo-2,3- 
dihydro-lH-isoindole-5-carboxylic acid; 

2-[2-Methoxy-5-[5-(3-cyano)phenylbenzoxazol-2-yl]phenyl]-l,3-dioxo-2,3-dihydro- 
lH-isoindole-5-carboxylic acid; 

2-[2-Methoxy-5-[5-(3-methyl)phenylbeiizoxazol-2-yl]phenyl]-l,3-di6xo-2,3-dihydro- 
lH-isoindole-5-carboxylic acid; 

2-[2-Methoxy-5-[5-(3-methoxy)pheiiylbenzpxazol-2-yl]phenyl]-l,3-dioxo-2,3- 
dihydro-lH-isoindole-5-carboxylic acid; 

2-[2-Methoxy-5-[5-(3-fluoro)phenylbenzoxazol-2-yl]phenyl]-l,3-dioxo-2,3-dihydro- 
lH-isoindole-5-carboxylic acid; 

2-[2-Methoxy-5-[5-(3-chloro)phenylbenzoxazol-2-yl]phenyl]- 1 ,3-dioxo-2,3-dihydro- 
lH-isoindole-5-carboxylic acid; 

2-[2-Methoxy-5-[5-(4-fluoro)phenylbenzoxazol-2-yl]phenyl]- 1 ,3-^ioxo-2,3-dihydro- 
lH-isoindole-5-carboxylic acid; 

2-[2-Metiioxy-5-[5-(2,4-difluoro)phenylbenzoxazol-2-yl]phenyl]-l,3-dioxo-2,3- 
dihydro-lH-isoindole-5-carboxylic acid; 

2-[2-Methoxy-5-[5-(3,5-difluoro)phenylbenzoxazol-2-yl]phenyl]-l ,3-dioxo-2,3- . 
dihydro-lH-isoindole-5-carboxylic acid; 

2-[2-Methoxy-5 -[5 -(4-trifluoromethoxy)phenylbenzoxazol-2-yl]phenyl] - 1 ,3 -dio 
2,3-dihydro- lH-isoindole-5-carboxylic acid; 

2-[2-Methoxy-5-[5-(4-trifluoroniethoxy)phenylbenzoxazol-2-yl]phenyl]- 1 ,3-dioxo- 
2,3-dihydro- 1 H-isoindole-5-carboxylic acid; 

2-[2-Methoxy-5-[5-(2,4-dichloro)phenylbenzoxazol-2-yl]phenyl]-l,3-dioxo-2,3- 
dihydro-1 H-isoindole-5-carboxylic acid; 
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2-[2-Propargyloxy-5-(5-phenylbenzoxazol-2-yl)phenyl]-l,3-dioxp-23-dih^ 
isoindole-5-carboxylic acid; 

2-[2-Ethoxy-5-(5-phenylbenzoxazol-2-yl)phenyl]- 1 3r<lioxo-2,3-<lihy&^ 
isoindole-S-carboxylic acid; 

2-[2-(2-Methoxyethylamino)-5-(5-phenylbenzoxazol-2-yl)phenyl]-l ,3-dioxo-2,3- 
dihydro-lH-isoindolcrS-carboxylic acid; 

2-[4-Methoxy-5-(5-phenylbenzoxazol-2-yl)phenyl]-l,3-dioxo-2,3-dihydro-lH- 
isoindole-5-carboxylic acid; 

2-[4-Ethoxy-3-(5-phenylbenzoxazol-2-yl)phenyl]- 1 ,3-dioxo-2,3-dihydro- 1 H- 
isoindole-5-carboxylic acid; 

2-[4-(2-Methoxyethoxy)-3-(5-phenylbenzoxazolT2-yl)phenyl]- 1 ,3-dioxo-2,3-dihydro- 
lH-isoindole-5-carboxylic acid; 

2-[4-Butoxy-3-(5-phenylbenzoxazol-2-yl)phenyl]- 1 ,3-dioxo-2,3-dihydro- 1 H- 
isoindole-5-carboxylic acid; 

2-[4-Isopropoxy-3-(5-phenylbenzoxazol-2-yl)phenyl]-l,3-dioxo-2,3-dihydro-lH- 
isoindole-5-carboxylic acid; 

2-[4-Allyloxy-3-(5-phenylbenzoxazol-2-yl)phenyl]- 1 j3-dioxo-2,3-dihydro- 1 H- 
isoindole-5-carboxylic acid; 

2-[4-Hydroxy-3-(5-phenylbenzoxazol-2-yl)phenyl]-l,3-dioxo-2,3-dihydro-lH- 
isoindole-5-carboxylic acid; 

2-[4-Propoxy-5-(5-phenylbenzoxazol-2-yl)phenyl]- 1 ,3-dioxo-2,3-dihydro- 1 H- 
isoindole-5-carboxylic acid; 

2-[2-(3-Furanylmethoxy)-5-(5-phenylbenzoxazol-2-yl)phenyl]-l,3-dioxo-2,3-dihydro- 
lH-isoindole-5-carboxylic acid; 

2-[2-(2-Methoxyethoxy)-5-(5-phenylbenzoxazol-2-yl)phenyl]-l,3-dioxo-2,3-dihydro- 
lH-isoindole-5-carboxylic acid; 

2-[5-(5-Phenylbenzoxazol-2-yl)-2-(3-tetrahydrofuranylmethoxy)phenyl]-l,3-dioxo- 
2,3-dihydro-lH-isoindole-5-carboxylic acid; 

2-[5-(5-Phenylbenzoxazol-2-yl)-2-(3-thiophenylmethoxy)phenyl]-l,3-dioxo-2,3- 
dihydro- 1 H-isoindole-5-carboxylic acid; 
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2-[2-(4-Moipholinyl)-5-(5-phenylbenzoxazol-2-yl)phenyl]-l,3-dioxo-2,3-dih^ 
isoindole-5-carboxylic acid, acetic acid salt; 

2-[4-Ethylamino-3-(5-phenylbenzoxa2ol-2-yl)phenyl]- 1 ,3-dioxo-2,3-dihydro- 1 H- 
isoindole-5-carboxylic acid; 

2-[4-Propylamino-3-(5-phenylbenzoxazol-2-yl)phenyl]-l,3-dioxo-2,3-dihyd^^ 
isoindole-5-carboxylic acid; 

2-[4-(2-Methoxyethylamino)-3"(5-phenylbeiizoxazol-2-yl)phenyl]- 1 ,3-di6xo-2,3- 
dihydro-lH-isoindole-5-carb6xylic acid;. 

2-[4-Morpholinyl-3-(5-phenylbeiizoxazol-2-yl)phenyl]-l ,3-dioxo-2,3-dihydro-lH- 
isoihdole-5-carboxylic acid; 

2-[4-Butylamino-3-(5-phenylbenzoxazol-2-yl)phenyl]-li3-dioxo-2,3-dihydro-lH^ 
isoindole-5-carboxylic acid; 

2-[4-Hexylamino-3-(5-phenylbenzoxazol-2-yl)phenyl]-l,3-dioxo-2,3-dihydro-lH- 
isoindole-5-carboxylic acid; 

2-[4-Pentylamino-3-(5-phenylbenzoxazol-2-yl)phenyl]-l,3-dioxo-2,3-dihydro-lH- 
isoindole-5-carboxylic acid; 

2-(3-Benzoxazol-2-yl-4-propylaminophenyl)- 1 ,3-dioxo-2,3-dihydro- 1 H-isoindole-5- 
carboxylic acid; 

2-(3-Naphtho[2,3-d]oxazol-2-yl-4-propylaminophenyl)-l,3-dioxo-2,3-dihydro-lH- 
isoindole-5-carboxylic acid; 

2-[3-(5-Chlorobenzoxazol-2-yl)-4-propylaminophenyl]-l,3-dioxo-2,3-dihydro-lH- 
isoindole-5-carboxylic acid; 

2-[3-(6-Methylbenzoxa2ol-2-yl)-4-propylaminophenyl]-l ,3-dioxo-2,3-dihydro- 1 H- 
isoindole-5-carboxylic acid; 

2-[3-(6-Fluorobenzoxazol-2-yl)-4-propylaminophenyl]-l,3-dioxo-2,3-dihydro-lH- 
isoindole-5-carboxylic acid; 

2-[3-(5-Bromobenzoxazol-2-yl)-4-propylaminophenyl]-l,3-dioxo-2,3-dihydro-lH- 
isoindole-5-carboxylic acid; 

2-[3-:(5-Methoxybeiizoxazol-2-yl)-4-propylaminophenyl]-l,3-dioxo-2,3-dihydro-lH- 
isoindole-5-carboxylic acid; 
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2-[3-(5,7-Dichloroben20xazol-2-yl)-4-propylaminophenyl]-l,3-4ioxo-23-di^^ 
IH-isoindole-S-carboxylic acid; 

2-[3-(5-Trifluoromethylbenzoxazol-2-yl)-4-propylaminophenyl]-l,3-dioxo-2,3- 
dihydro-lH-isoindole-5-carboxylic acid; 

2-[3-(5-Bromo-7-fluorobenzoxazol-2-yl)-4-prbpylaininophenyl]- 1 ,3-dioxo-2,3- 
dihyd^o- 1 H-isoindole-5-carboxylic acid; 

2-[3-(5-Fluorobenzoxazol-^2-yl)-4-propylaminophenyl]-l,3-dioxo-2,3-dihydro-lH- 
isoindole-5-carboxylic acid; 

. 2-[3-(6,7-Difluorobenzoxazol-2-yl)-4-propylaminophenyl]Tl,3-dioxo-2,3-dihydro- 
lH-isoindole-5-carboxylic acid; 

2-[3-(5-Melhylbenzoxazol-2-yl)-4-propylaminophenyl]-ly3-dioxp-2,3-dihydro-lH- 
isoindole-5-carboxylic acid; 

2-[3-(4-Methylbeiizoxazol-2-yl)-4-propylaminophenyl]-l,3-dioxo-2,3-dihydro-lH- 
isoindole-5-carboxylic acid; 

2-(3-[6-(2-Tetrahydrofuranylmethylaminocarbonyl)benzoxazol-2-yl]p^^ 1 ,3- 
dioxo-2,3-dihydro-lH-isoindole-5-carboxylic acid; 

2-[3-[6-(4-Piperonylpiperazine- 1 -carbonyl)benzoxazol-2-yl]phenyl]- 1 ,3-dioxo-2,3- 
dihydro- 1 H-isoindole-5-carboxylic acid; 

2-[3-[6-(4-Piperazinoacetophenone-l-carbonyl)benzoxazol-2-yl]phenyl]-l,3-dioxo- 
2,3-dihydro- 1 H-isoindole-5-carboxylic acid; 

2-[3-[6-(3-Trifluoromethylphenyl)piperazine-l-carbonyl]beiizoxazol-2-yl] 
phenyl)-! ,3-dioxo-2,3-dihydro-lH-isoindole-5-carboxylic acid; 

2-[3-[6-(3-Carbamoylpiperidine-l-carbonyl)beiizoxazol-2-yl]phenyl]-l,3-dioxo-2,3- 
dihydro-lH-isoindole-5-carboxylic acid; 

2-[3-[6-(4-Methoxybenzylaminocarbonyl)benzoxazol-2-yl]phenyl]-l ,3-dioxo-2,3- 
dihyd^o- 1 H-isoindole-5-carboxylic acid; 

2- [3 -[6-(3 ,4-Dimethoxybenzylaminocarbonyl)benzoxazol-2-yl]phenyl]- 1 ,3 -dioxo-2,3 
dihydro-lH-isoindole-5-carboxylic acid; 

2-[3 -(5-Carboxy- 1 ,3 -dioxo- 1 ,3 -dihydroisoindol-2-yl)phenyl]benzoxazole-6- 
carboxylic acid; 
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2"-[3-(5-Carboxy-l ,3-dioxo-l ,3-dihydroisoindo^2-yl)phenyl]benzoxazole-6- 
carboxylic acid methyl ester; . 

2-[3-(5-Carboxy-l ,3-dioxo-l ,3-dihydroisoindol-2-yl)phenyl]benzoxazole-7- 
carboxylic acid; 

2-[3-(5-Ben2yloxycarbonyl-l,3-dioxo-l,3-dihydro-isoindol-2-yl)phenyl]beiizoxazole- 
6-carboxylic acid; 

2-[3-(5-Methyloxycarbonyl-l,3-dioxo^l,3-dihydroisoindol-2-yl)phenyl]benzoxazole- 
6-carboxylic acid; 

2-[5-(5-Bromobenzoxazol-2-yl)-2-methoxyphenyl]-l,3-dioxo-2,3-dihydro-lH- 
isoindole-5-carboxylic acid; 

2-[5-(5-Phenylbenzoxa2ol-2-yl)-2<3-thienyl)phenyl]^l 3-dioxo-2,3-dihydro- 
isoindole-5-carboxylic acid; 

2-[2-Fluoro-5-(5-phenylbenzoxazol-2-yl)phenyl]-l,3-dioxo-2,3-dihydro-lH- 
isoiridole-5-carboxylic acid; 

2-[2-Chloro-5-(5-phenylbenzoxazol-2-yl)phenyl]- 1 ,3-dioxo-2,3-dihydro-l H- 
isoindble-5-carboxylic acid; 

2-[2-Methoxy-5-[5-(2-benzothiophenyl)benzoxazol-2-yl]phenyl]-l,3-dioxo--2,3- 
dihydro- 1 H-isoindole-5-carboxylic acid; 

2-[2-Methoxy-5-[5-(3-methyl-4-chlorophenyl)benzoxazol-2-yl]phenyl]- 1 ,3-dioxo- 
2,3-dihYdro-lH-isoindole-5-carboxylic acid; 

2-[2-Methoxy-5-[5-(4-fluoro-3-formylphenyl)beii2X)xazol-2-yl]phenyl]-l,^ 
dihydro- 1 H-isoindole-5-carboxylic acid; 

2-[2-Methoxy-5-[5-(3,4-difluorophenyl)benzoxazol-2-yl]phenyl]-l,3-dioxo-2,3- 
dihydro-lH-isoindole-5-carboxylic acid; 

2-[2-Mefhoxy-5-[5-(4-ethylsulfonylphenyl)benzoxaz61-2-yl]phenyl]-l,3-dioxo-2,3- 
dihydro-lH-isoindole-5-carboxylic acid; 

2-[2-Methoxy-5"[5-(4-N,N-dimethylaininophenyl)benzoxazol-2-yl]phenyl]-l,3- 
dioxo--2,3-dihydro-lH-isoindole-5-carboxylic acid; 

2-[2-Methoxy-5-[5-(2,3-dichlorophenyl)beiizoxazol-2-yl]phenyl]-l ,3-dioxo-2,3- 
dihydro-lH-isoindole-5-carboxylic acid; 



Page 11 of 19 



DOCKET NO.: CELL-0286 PATENT 

Application No.: 10/506,388 

Office Action Dated: January 18, 2006 

2-[4-MeAoxy-5-[5-(2-beiizothiophenyl)benzoxazol-2-yl]phenyl]-l,3-dioM 
dihydro-lH-isoindole-5-carboxylic acid; 

2-[4-Methoxy-5-[5-(4-chlorophenyl)beiizoxazol-2-yl]phenyl]-13t^^ 
IH-isoindole-S-carboxylic acid; 

2-[4-Methpxy-5-[5-(3-chloro-4-fluorophehyl)beiizoxazpl-2-yl]phenyl]-l ,3-diox 
dihydro-lH-isoindole-5-carboxylic acid; 

2-[4-Methoxy-5-[5-(4-trifluoromethylphenyl)beiizoxazol-2-yl]phenyl]-13-di^^ 
dihydro-lH-is6indole-5-carboxylic acid; 

2-[4-Methoxy-5-[5-(2-benzofiiianyl)benzoxazol-2-yl]phenyl]- 1 ,3-dioxo-2,3-dihydro- 
lH-isoindole-5-carboxylic acid; 

2-[4-Methoxy-5-[5-(3,5-difluorophenyl)benzoxazol-2-yl]phenylJ-13-di^^ 
dihydro-lH-isoindole-5-carboxylic acid; 

2-[4-MethoxyT5-[5-(3,4-methylenedioxyphenyl)benzoxazol-2-yl]phenyl]-l^ 
2,3-dihydro- 1 H-isoindole-5-carboxylic acid; 

2-[4-Methoxy-5-[5-(3-methoxy)phenylbenzoxazol-2-yl]phenyl]- 1 3-dioxo-2 
dihydro-lH-isoindole-5^carboxylic acid; 

2-[4-Methoxy-5-[5-(4-methylphenyl)benzoxazol-2-yl]phenyl]- 1 ,3-dioxo-2,3-dihydro 
lH-isoindole-5-carboxylic acid; 

2-[4-Propylaminor3-[5-(2-beiizofuranyl)benzoxazol-2-yl]phenyl]- 1 ,3-dioxo-2,3- 
dihydro- 1 H-isoindole-5-carboxylic acid; 

2-[4-Propylamino-5-[5-(3 ,4-methylenedioxyphenyl)benzoxazol-2-yl]phenyl]- 1 ,3- 
dioxo-2,3 -dihydro- 1 H-isoindole-5-carboxylic acid; 

2-[4-Propylamino-5-[5-(2-benzothiophenyl)beiiz6xazol-2-yl]phenyl]-l,3-dioxo-2j3- 
dihydro-lH-isoindole-5-carboxylic acid; 

2-[4-Propylamino-5-[5-(3-methyl-4-chlorophenyl)benzoxazol-2-yl]phenyl]-l,3- 
dioxo-2,3-dihydro-lH-isoindole-5-carboxylic acid; 

2-[4-Propylamino-5-[5-(4-chlorophenyl)benzoxazol-2-yl]phenyl]-l,3-dioxo-2,3- 
dihydro-lH-isoindole-5-carboxylic acid; 

2-[4-Propylamino-5-[5-(3-chloro-4-fluoro)phenylbenzoxazol-2-yl]phenyl]-l,3-dioxo 
2,3-dihydro- 1 H-isoindole-5-carboxylic acid; 
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2-[4-Propylamino-5-[5-(3,5-difluoro)phenylbenzoxazol-2-yl]phenyl]-l,3-d^^ 
dihydro-lH-isoindole-5-carboxylic acid; 

2-[4-Propylamino-5-[5-(4-fluorophenyl)beiizoxazol-2-yl]phenyl]-13Hiioxo-2,^ 
dihydro- 1 H-isdindole-5-carboxylic acid; 

2-[4-Propylamino-5-[5-(4-trifluoromethoxy)phenylbenzoxazol-2-yl]phenyl]-l ,3- 
dioxo-2,3-dihydr6-lH-isoindole-5-carboxylic acid; 

2-[4-Propylamino-5-[5-(4-trifluoromethyl)phenylbenzoxazol-2-yl]phenyl]-l,3^ 
2,3-dihydro-l H-isoindole-5-carboxylic acid; 

2-[4-Propylamino-5-[5-(3-chloro)phenylbenzoxazol-2-yl]phenyl]-l ,3-dioxo-2,3- 
dihydro.-lH-isoindole-5-carboxylic acid; 
or a pharmaceutically acceptable salt or prodrug thereof. 

14. (canceled) 

1 5 . (previously presented) A process for the preparation of a compound according to 
claim 1 which comprises: 

a) heating a compound of formula (HI): 



wherein R' is NH2 or a protected derivative thereof with a compound of formula (IV): 




m 
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16. (previously presented) A pharmaceutical composition comprising a compound of 
formula (I) or a pharmaceutically acceptable salt or prodrug thereof: 




wherein 
XisborS; 

is a phthalimide carboxylic acid group of formula (II): 




o 



(II) 

R is hydrogen, Ci-Ce alkyl, aryl or C1-C3 alkylaryl; 

R^ is hydrogen, halogen, Ci-Ce alkyl, OR^, a 5-membered heteroaryl ring, or NR^R^; 

R^ and R^ are independently hydrogen, halogen, Ci-Ce alkyl optionally substituted by . 
hydroxy or C1-C3 alkoxy, CF3, OCF3, OR^^ COR^ NHCOR^ NHS02R^ GN, S(0)pR^ 
phenyl optionally substituted by one or more substituents selected from halogen, Ci.Ce alkyl 
optionally substituted by hydroxy or C1-C3 alkoxy, CF3, OCF3, OR^, COR^, CN, CHO, 
OCHF2, NR^R*, NHCOR^, NHSOiR^, S(0)pR^ and methylenedioxo, or a 5- to 10-membered 
heteroaryl ring which is optionally substituted by Ci-Ce alkyl; 

or R^ and R^ together form a fused phenyl ring or a -0-(CH2)x-0- group, wherein x is 

1 or2; 

R^ is independently hydrogen, C3-C6 alkenyl, C3-C6 alkynyl, or CrCe alkyl optionally 
substituted by hydroxy, C1-C3 alkoxy, NR^R^, phenyl or a 5- or 6-membered heteroaryl ring, 
wherein phenyl is optionally substituted by one or more substituents selected from halogen, 
CF3, OCF3, GHO, OR^^ COR^®, R^^, CN and methylenedioxo and wherein the heteroaryl 
ring is optionally substituted by Ci-Ce alkyl; 
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or and R^, together with the nitrogen atom to which they are attached, form a 5- or 
6-membered ring which optionally contains an additional heteroatom selected from O, S, and 
NR>^; 

R^ is CrC6 alkyl, OR^, NR^R^ or phenyl optionally substituted by one or more 
substituents selected from halogen, CuCe alkyl optionally substituted by hydroxy or CrCa 
alkoxy, CF3, OCF3, OR^ COR^^ CN, CHO, OCHF2, NR^R^ NHC0R\ NHS02R^ S(0)pR^ 
and methylenedioxo; 

R^ and R^ are independently hydrogen, phenyl, a 5- to 10-membered heterocyclic 
ring,.Ci-C6 alkoxy, or Ci-Ce alkyl optionally substituted by phenyl or a 5- to 10-membered 
heterocyclic ring, wherein in each case, the phenyl is optionally substituted by one or more 
substituents selected from halogen, CF3, OCF3, CHO, OR^®, COR^®, R^^, CN and 
methylenedioxo and the heterocyclic ring is optionally substituted by Ci-Ce alkyl; 

or R^ and R^ together with the nitrogen to which they are attached form a 5- or 6- 
membered heterocyclic ring which is optionally substituted by CONR^*^^^ and optionally 
contains an additional heteroatom selected from O, S and NR^ ^; 

R^ is C1-C6 alkyl or phenyl optionally substituted by one or more substituents selected 
from halogen, CF3, OCF3, CHO, OR'^, COR^^ R"^, CN and methylenedioxo; 

R^^ is hydrogen, C3-C6 alkenyl, C3-C6 alkynyl, or CrCe alkyl optionally substituted 
by hydroxy or C1-C3 alkoxy; 

R^* is hydrogen, phenyl or C1-C3 alkyl optionally substituted by phenyl, wherein in 
each case the phenyl is optionally substituted by one or more substituents selected from 
halogen, CF3, PCF3, CHO, OR^^ COR*^ R^**, CN and methylenedioxo; and 

p is 0, 1 or 2, 

and a pharmaceutically acceptable carrier, excipient and/or diluent. 
17-23. (canceled) 

24. (currently amended) A method for the treatment of oanoor, angiogonoaia, 
angiogonosig relat e d disordoro, inflammatory dis e ases, autoimmune disorders, oardiovasoular 
dis e ases, or renal disordora melanoma comprising administering to a patient sufTering from 
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Guoh a disoaGO or disorder melanoma a pharmaceutically effective amount of a compound of 
formula I or a pharmaceutically acceptable salt or prodrug thereof: 




(I) 

wherein 
XisOorS; 

rMs a phthalimide carboxylic acid group of formula (II): 




(H) 

R is hydrogen, Ci-Ce alkyl, aryl or C1-C3 alkylaryl; 

is hydrogen, halogen, Ci-Ca alkyl, OR^, a 5-membered heteroaryl ring, or NR^R^; 

R^ and R"^ are independently hydrogen, halogen, Ci-Ce alkyl optionally substituted by 
hydroxy or C1-C3 alkoxy, CF3, OCF3, OR^*^, COR^ NHCOR^, NHS02R^ CN, S(0)pR^ 
phenyl optionally substituted by one or more substituents selected from halogen, Ci.Ce alkyl 
optionally substituted by hydroxy or C1-C3 alkoxy, CF3, OCF3, OR^ COR^, CN, CHO, 
OCHF2, NR^R^, NHCOR^, NHSOiR^, S(0)pR^ and methylenedioxo, or a 5- to 10-membered 
heteroaryl ring which is optionally substituted by Ci-Ce alkyl; 

or R^ and R"* together form a fused phenyl ring or a -0-(CH2)x-0- group, wherein x is 

lor 2; 

R^ is independently hydrogen, C3-C6 alkenyl, C3-C6 alkynyl, or Ci-Ce alkyl optionally 
substituted by hydroxy, C1-C3 alkoxy, NR^R^, phenyl 6r a 5- or 6-membered heteroaryl ring, 
wherein phenyl is optionally substituted by one or more substituents selected from halogen, 
CF3, OCF3, CHO, OR**^, COR^**, R^®, CN and methylenedioxo and wherein the heteroaryl 
ring is optionally substituted by C]-C6 alkyl; 
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or and R^, together with the nitrogen atom to which they are attached, form a 5- or 
6-membered ring which optionally contains an additional heteroatom selected from O, S, and 

NR^'; 

R^ is Ci-Ce alkyl, OR^, NR^R^ or phenyl optionally substituted by one or more 
substituents selected from halogen, Ci.Ce alkyl optionally substituted by hydroxy or C1-C3 
alkoxy, CF3, OCF3, QR^ COR^^ CN, CHO, OCHF2, NRV, NHCOR^ NHS02R^ S(0)pR^ 
and methylenedioxo; 

R^ and R^ are independently hydrogen, phenyl, a 5- to 10-membered heterocyclic 
ring, Ci-Ce alkoxy, or Ci-Ce alkyl optionally substituted by phenyl or a 5- to 10-membered 
heterocyclic ring, wherein in each case, ttie phenyl is optionally substituted by one or more 
substituents selected from halogen, CF3, OCF3, CHO, OR^^, COR^\ R^^, CN and 
methylenedioxo and the heterocyclic ring is optionally substituted by Ci-Ce alkyl; 

or R^ and R* together with the nitrogen to which they are attached form a 5- or 6- 
membered heterocyclic ring which is optionally substituted by CONR^^R^^ and optionally 
contains an additional heteroatom selected froni O, S and NR^ 

R^ is Ci-Ce alkyl or phenyl optionally substituted by one or more substituents selected 
from halogen, CF3, OCF3, CHO, OR'**, COR*^ R^*^, CN and methylenedioxo; 

R'^ is hydrogen, C3-C6 alkenyl, C3-C6 alkynyl, or C|-C6 alkyl optionally substituted 
by hydroxy or C1-C3 alkoxy; 

R^ ^ is hydrogen, phenyl or Ci-Cs alkyl optionally substituted by phenyl, wherein in 
each case the phenyl is optionally substituted by one or more substituents selected from 
halogen, CF3, OCF3, CHO, 0R'°, COR^^ R^®, CN and methylenedioxo; and 

p is 0, 1 or 2. 

25-29. (canceled) 
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